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G&H Can inflammatory bowel disease cause
neurologic complications?

JF Yes. Neurologic complications of inflammatory bowel
disease (IBD) are not very common, but they are one
of the nongastrointestinal manifestations of the disease.
These complications are not widely recognized and are
underreported.

G&H What types of neurologic complications can
IBD cause?

JF Neurologic manifestations of IBD have not been
investigated in a population-based study, so there are few
evidence-based details. However, we know that IBD can
cause peripheral neurologic complications as well as cen-
tral nervous system complications. These complications
can be acute or chronic. Cranial neuropathies associated
with IBD include Melkersson-Rosenthal syndrome, optic
neuritis, and sensorineural hearing loss.

Within the central nervous system, there are 2 main
types of manifestations: cerebrovascular complications
and demyelinating complications. Stroke following arte-
rial thromboembolism may occur, as might thrombosis
of the dural sinus and cerebral veins. Patients with IBD
have an approximately 3-fold higher risk of venous cere-
bral thrombosis compared with the general population.
Several case reports have linked multiple sclerosis (MS)
to IBD, and up to 50% of patients present with asymp-
tomatic white-matter lesions. Some patients experience
slowly progressive myelopathy. Other central nervous sys-
tem manifestations include epidural and subdural spinal
empyema following fistulous extension from the rectum,
seizures, and encephalopathy.
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G&H What other cerebrovascular complications
are associated with IBD?

JF Some patients experience vasculitis, which appears to
be an immune-mediated complication of IBD. Relatively
few cases have been confirmed, and there is some over-
diagnosis of vasculitis, in part because it appears as small
white-matter changes on magnetic resonance imaging
(MRI), and vasculitis is difficult to confirm. Only 5 cases
have been diagnosed through biopsies. Advancements in
MRI technology are allowing us to improve these diagnoses
because we can obtain clearer images of blood vessel walls.

G&H Are some of the neurologic complications
due to treatments for IBD?

JF Yes. Peripheral neuropathy, the most common neuro-
logic issue stemming from IBD, can occur as a side effect
to anti—tumor necrosis factor-o (anti-TNF) therapy or
treatment with the antibiotic metronidazole.

Demyelinating disease, including MS or central
demyelination that mimics MS, is also a side effect of anti-
TNEF therapy, and this therapy can also worsen preexisting
demyelinating disease. Several case studies have reported
this association. In a recent case series published in Neurol-
ogy that presented clinical and MRI results from patients
treated with adalimumab (Humira, AbbVie; n=2), etaner-
cept (Enbrel, Amgen; n=2), or infliximab (Remicade, Jans-
sen; n=2) who were followed for 1 to 4 years, most patients
experienced a single clinical neurologic event. Although
there are no clinical trial data conclusively linking anti-
TNF agents with MS, clinicians need to be very careful
when using these drugs in IBD patients who have a history
of MS or another demyelinating disease.
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In addition, natalizumab (Tysabri, Biogen Idec) has
been associated with severe multifocal leukoencephalopa-
thy because the drug can reactivate JC virus; however, this
side effect is more common among patients with serologic
evidence of previous JC virus infection.

G&H Can the disease itself also have neurologic
manifestations unrelated to treatment?

JF Neurologic manifestations unrelated to treatment are
possible, although the pathogenesis of neurologic involve-
ment in IBD has not been fully elucidated. Polyneuropa-
thies may be related to micronutrient deficiencies, which
may, in turn, be caused by diarrhea. Other polyneuropa-
thies may be related to immune system changes that pro-
duce peripheral demyelination.

G&H Are neurologic complications treatable?

JF Yes. Because these manifestations have their own
clinical course, they require their own specific treatment.
For neurologic manifestations caused by the disease itself,
medications used for treating IBD will not necessarily
treat the neurologic manifestations of IBD.

G&H How are drug-induced neurologic
manifestations treated?

JF The polyneuropathy caused by metronidazole is
reversible by stopping the medication. Demyelinating neu-
ropathies respond to immunomodulatory therapy; thus,
immunoglobulin or steroid therapy can be used to treat these
conditions. The demyelinating disease caused by anti-TNF
therapy is treated with steroids. It is important for gastroen-
terologists to work closely with neurologists to ensure that
any neurologic manifestations of IBD are treated propetly.

G&H What is the association between MS and IBD?

JF MS is not more common with IBD than with other gas-
trointestinal disorders. People with MS do have an increased
risk of IBD, but it is rare to find a person with both diseases.

G&H Could you further discuss the large
percentage of white-matter lesions at the time of
IBD diagnosis?

JF When patients diagnosed with IBD undergo a brain
MRI, many present with white-matter lesions. These
lesions usually appear as white spots in T2 or fluid attenu-
ation inversion recovery sequences on MRI. These spots
are different from those found in MS and are more com-
mon among IBD patients than control patients. Some
case-control studies have found that these white-matter

changes are not more common among IBD patients than
among controls, so the significance of these lesions in
IBD is still uncertain.

G&H Do such lesions impact treatment decisions?

JF 'These lesions do not typically affect treatment deci-
sions. Treatment-related considerations would be war-
ranted only if a lesion is very suggestive of MS by its
shape, distribution, and other features.

G&H Are there any hypotheses about why IBD
might be associated with white-matter lesions?

JF As previously noted, the connection between IBD and
these lesions is frail; there are no long-term studies showing
whether lesions increase with time or are related to the sever-
ity of IBD. More studies are needed, particularly longitudinal
studies to determine whether these lesions are progressive.

G&H Are there any ongoing studies being
conducted to better understand the connection
between IBD and neurologic manifestations?

JF There is basic research ongoing to understand the
association between neurologic conditions and IBD along
with other diseases. Other immunologic diseases, such as
lupus, can also cause neurologic changes.
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